We read with great interest the paper by Netzel et al ([@B1]) describing a mass spectrometry method for measuring thyroglobulin accurately and quantitatively in patients with antithyroglobulin autoantibodies. Detection of accurate levels of thyroglobulin becomes difficult in patients having antithyroglobulin antibodies and vice versa. Antithyroglobulin antibodies occur in a significant number of patients (20%--30%) diagnosed with differentiated thyroid cancer ([@B1], [@B2]). Interference from antithyroglobulin antibodies often results in false low data in thyroglobulin immunometric assays and false low or high results when using a RIA ([@B3], [@B4]). Netzel et al disrupted the interaction of the thyroglobulin/antithyroglobulin complex in patients with antithyroglobulin by cleaving the complex with trypsin and purifying specific thyroglobulin tryptic peptides for the determination by mass spectrometry.

However, we think that a simpler and easier method to dissociate the thyroglobulin/antithyroglobulin complex would be to use low pH (eg, 0.2 M glycine-acetate, pH 2.5), which has been used successfully in a similar situation ([@B5]). The dissociated antigens can then be separated using molecular weight cutoff (MWCO) spin microcentrifuge tubes, followed by neutralization with 1 M Tris buffer (pH 9.0) ([@B5]). Li et al ([@B5]) found that using low pH was 4-fold better at dissociating Aβ-anti-Aβ complex compared with using dithiothreitol (100 mM) or β-mercaptoethanol (0.5%). Control experiments carried out by these investigators showed that the significantly increased detection of anti-Aβ antibodies was not due to some nonspecific modification of antibodies from transient incubation at low pH. Li et al also showed that the recovery of the antibody activity is relatively intact after dissociation with low pH. Using a molecular weight cutoff microcentrifuge tube (200 000 MWCO) would separate the antithyroglobulin antibodies (150 kDa) (as spin-through fraction) and the thyroglobulin (660 kDa) fraction (as retentate). ([http://www.coleparmer.com/Product/Advantec_Disposable_Ultrafiltration_Unit_200K_MWCO_pack_of_24/EW-02 910--54](http://www.coleparmer.com/Product/Advantec_Disposable_Ultrafiltration_Unit_200K_MWCO_pack_of_24/EW-02910-54)). This procedure would enable the detection of both thyroglobulin and antithyroglobulin antibody using appropriate ELISA procedures.
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